United States Patent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 
I nihil Stall-, Patent ami Trademark Office 

Address: COMMISSIONER FOR PATENTS 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. CONFIRMATION NO. 



10/094.569 



10/27/20(0 



28501 7590 07/31/2009 

MICHAEL P. MORRIS 

BOEHRINGER INGELHEIM USA CORPORATION 
900 RIDGEBURY ROAD 
P. O. BOX 368 

RIDGEFIELD, CT 06877-0368 



PURDY, KYLE A 



PAPER NUMBER 



NOTIFICATION DATE | DELIVERY MODE 
07/31/2009 ELECTRONIC 



Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 

Notice of the Office communication was sent electronically on above-indicated "Notification Date" to the 
following e-mail address(es): 

USPr().c-()i"i"icc.rdj>(" ) bochrini>cr-ini>cllKMni.c()in 



PTOL-90A (Rev. 04/07) 



l/ffflrC? nVrliUli Otfff Iff ids y 


Application No. 

10/694,569 


Applicant(s) 
HENKE ET AL. 


Examiner 

Kyle Purdy 


Art Unit 

1611 





- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 1 1 May 2009 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) D Claim(s) 1-25 is/are pending in the application. 

4a) Of the above claim(s) 21-24 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1-20 and 25 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attach ment(s) 

1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO/SB/08) 5 ) □ Notice of Informal Patent Application 

Paper No(s)/Mail Date . 6) ^ Other: Exhibit A . 



PTOL-T26 d (Rev e 08-06r 



Office Action Summary 



Part of Paper No./Mail Date 20090723 



Application/Control Number: 10/694,569 Page 2 

Art Unit: 1611 

DETAILED ACTION 

Status of Application 

1. The Examiner acknowledges receipt of the arguments filed on 05/1 1/2009. 

2. Claims 1-20 and 25 are presented for examination on the merits. Claims 21-24 stand as 
withdrawn. The following rejections are made. 

Response to Applicants 132 Declaration 

3. The declaration under 37 CFR 1 . 132 filed 05/1 1/2009 is insufficient to overcome the 
rejection of claims 1-19 and 25 based upon Bock et al. (US 6869948) in view of Faour et al. (US 
2004/0204413) and claim 20 based upon Bock in view of Four, in further view of Parikh 
(Handbook of Pharmaceutical Granulation Technology, 1997) as set forth in the last Office 
action. 

4. The submitted declaration argues that Figure 4 refers to plasma concentration which in 
indicative of the amount of dissolved meloxicam. However, the plasma concentration data 
depicted in Figure 4 provides no indication that all of the components of the granule is dissolved, 
including excipients. Applicant also argues that the Example pointed to by the Examiner, 
Examiner 7 contains cross-linked polyvinylpyrrolidone, silicon dioxide and microcrystalline 
cellulose which are insoluble in water, and thus the resulting granules would be expected to not 
be completely soluble in water. Moreover, because these ingredients are recognized as water- 
insoluble, one would not be motivated to substitute them with water-soluble components. 

5. In response to the above, the goal of the composition (instant and prior art) is to provide a 
dosage form capable of dissolving and releasing a meloxicam salt in water/aqueous 
environments. Figure 4 shows that the compositions are perfectly capable of dissolving in 
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aqueous medium such that the drug is released by means of plasma absorption of the drug. The 
fact that nothing in the reference discusses or shows if all of the granules are dissolved does not 
mitigate the current rejection. For the following reasons, it is the position of the Examiner that, 
like Applicants granules, the granules of Bock would also dissolve entirely when ingested or 
mixed with water. It's noted that Applicant indicates that the granules in Example 7 contain 
water-insoluble excipients, i.e. silicon dioxide, crosslinked-polyvinylpyrrolidone (cPVP) and 
microcrystalline cellulose, which would affect the water solubility of the granules. The 
Examiner respectfully disagrees with this assertion. While each of the aforementioned 
ingredients may be water-insoluble, they arc all hydrophilic. Thus, while they may not be 
dissolved by water, they would surely disperse in the aqueous environment and favorably 
interact with water molecules. If the components were water-insoluble and hydrophobic, the 
situation would be different because this would definitely hinder the granules ability to 
effectively dissolve. But this is not the case. The fact the excipients are hydrophilic would 
therefore allow the granules to readily dissolve in aqueous environments without hindering the 
release of the active agent. In response to Applicants argument that one would not be motivated 
to substitute a water-insoluble component with a water-soluble is not found persuasive. The only 
compound being substituted for one another that is under scrutiny is that of hydroxypropyl 
methylcellulose (HPMC) for microcrystalline cellulose. Applicant contends that HPMC is 
water-soluble, the Examiner disagrees and directs Applicant to Exhibit A, an HPMC review 
article. Exhibit A teaches that, at best, HPMC is only slightly soluble in cold water, and is 
insoluble in hot water. However, HPMC is known to be hydrophilic. Thus, as the properties of 
each are very similar(water-insoluble and hydrophilic), and the art indicates that one can be used 
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in place of the other as a functional equivalent, the Examiner maintains the position set forth in 
the previous grounds of rejections that one would have a reasonable expectation for success in 
arriving at a composition with the presently claimed dissolution properties. 

Response to Applicants' Arguments 

6. Applicants arguments filed 05/1 1/2009 regarding the rejection of claims 1-19 and 25 made 
by the Examiner under 35 USC 103(a) over Bock in view of Faour have been fully considered 
but they are not found persuasive. 

7. Applicants arguments filed 05/1 1/2009 regarding the rejection of claim 20 made by the 
Examiner under 35 USC 103(a) over Bock in view of Faour, in further view of Parikh have been 
fully considered but they are not found persuasive. 

8. The rejection of claims 1-20 and 25 made by the examiner under 35 USC 103(a) is 
MAINTAINED for the reasons of record in the office action mailed on 12/1 1/2008. 

9. In regards to the 103(a) rejection, Applicant asserts the following: 

A) Figure 4 does not illustrate whether or not all of the granules dissolve in water; and 

B) It would not have been obvious to substitute HPMC for microcrystalline cellulose because 
HPMC is water-soluble whereas microcrystalline cellulose is water-insoluble. 

10. In response to A, Applicant is directed to the Examiners response to the 132 declaration. 

1 1 . In response to B, Applicant is directed to the Examiners response to the 132 declaration. 
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Maintained Rejections, of Record 
Claim Rejections - 35 USC § 103 

12. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

13. Claims 1-19 and 25 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bock et al. (US 6869948) in view of Faour et al. (US 2004/0204413). 

14. Bock is directed to oral meloxicam compositions. A granule formulation is disclosed in 
Example 7. The meloxicam granules comprise meloxicam, sodium citrate, lactose (carrier) (see 
instant claims 1 and 13-16), polyvinylpyrrolidone (povidone; a binder) (see instant claims 1, 3 
and 4). It is taught that the meloxicam may be a sodium or megluine salt (see claim 1; see instant 
claims 1 and 2). The ratio between meglumine and meloxicam is taught to be from 1 .2: 1 to 1 : 1 .2 
(see instant claims 18 and 19).The concentration of meloxicam in the granules is about 3.5% by 
weight (see Example 7; see instant claim 17). 

15. Bock fails to teach the composition as comprising a sweetener and an optional flavorant. 
Moreover, Bock fails to teach 5g of their meloxicam granules as being capable of dissolving in 
100 mL of demineralized water within 1 minute. 

16. Faour is directed to pharmaceutical composition containing a COX-II inhibitor and a 
muscle relaxant which may be in the form of a granule. An exemplified COX-II inhibitor is 
meloxicam (see claim 1). It is taught that the granular formulations are to comprise a flavorant 
such as apple and vanilla (see [0087]; see instant claims 9-12) and a sweetener such as a 
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aspartame and saccharin (see [0074]; see instant claims 5-8). It is taught that these excipients are 
useful for including into such compositions to impart a sweetness and a pleasant flavor to the 
preparation. 

Therefore, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to combine the teachings of Bock and Faour with a reasonable expectation 
for success in arriving at a water soluble granule composition comprising meloxicam 
meglumine, a binder, a sweetener, a carrier and an optional flavorant. Bock and the instant 
composition are essentially identical except for the lacking of the sweetener and optional 
flavorant, otherwise the compositions arc identical. It is acknowledged that Bock does not teach 
5 grams of their granules as possessing the ability to dissolve in 100 mL of water. However, 
because the compositions are essentially identical, except for the sweetener, one would expect 
both to have similar pharmacological and physical properties. The fact that Bock does not teach 
their granules as possessing such a property does not mitigate the applicability of teaching to the 
instant application. It is the position of the Examiner, absent any secondary evidence, that the 
granules of Bock possess similar dissolution properties as that instantly claimed as the formulas 
are sufficiently alike in make up See MPEP 21 12.01 . With respect to the inclusion of a flavorant 
and a sweetener in the granule composition, this is obvious. One would be motivated to include 
such ingredients to impart a nice flavor to the composition when consumed by the user. 
Therefore, a water soluble granule comprising meloxicam, a binder, a carrier, a sweetener and an 
optional flavorant is prima facie obvious to one of ordinary skill in the art at the time the 
invention was made, as evidenced by the references, especially in absence of evidence to the 
contrary. 
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17. Claim 20 is rejected under 35 U.S.C. 103(a) as being unpatentable over Bock et al. 
(US 6869948) in view of Faour et al. (US 2004/0204413) and Parikh (Handbook of 
Pharmaceutical granulation Technology, 1 st edition, 1997, 60-72; of record). 

18. Bock and Faour are relied upon for disclosure described in the rejection of claims 1-19 
and 25 under 35 U.S.C. 103(a). 

19. As discussed above, Bock teaches a granular composition which comprises meloxicam, 
megluime, povidone (binder) and lactose (carrier). 

20. Bock fails to teach a composition which comprises meloxicam, meglumine, 
hydroxypropylmethylcellulose, povidone and glucose monohydrate (dextrose). 

21. Fauor teaches that the carrier for their granular composition may be lactose or dextrose. 
Fauor also teaches that the binder for the granular composition can be povidone (see [0076] and 
[0077]). It is also taught that other known materials can be utilized in the particle formulation 
and combinations may be used. 

22. Parikh is drawn to a variety of binders to be used in granulating granules. It is taught that 
binders are provided to provide a cohesive force to the granules. Binders include natural and 
synthetic polymers such as povidone and hydroxypropyl methylcellulose (HPMC). 

Therefore, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to combine the teachings of Bock, Faour and Parikh with a reasonable 
expectation for success in arriving at a water soluble granule composition comprise meloxicam, 
meglumine, HPMC, povidone and glucose monohydrate. Albeit none of the references teach a 
composition with such properties, all of the ingredients are commonly used in the formulation of 
pharmaceutical granules. For instance, as discussed above, carriers such as lactose and glucose 
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(dextrose) are interchangeable and binders such HPMC and povidone can be used together or by 
themselves. It would have been obvious to a person of ordinary skill in the art to look at the art 
and arrive at a composition with the instantly claimed components. With respect to the glucose 
being in the monohydrated form, this is obvious. Glucose (dextrose) are naturally found in the 
monohydrated form, so this requirement would be well within the purview to an ordinary skilled 
artesian. Therefore, a composition comprising meloxicam, meglumine, povidone, HPMC and 
glucose monohydrate is prima facie obvious to one of ordinary skill in the art at the time the 
invention was made, as evidenced by the references, especially in absence of evidence to the 
contrary. 

Conclusion 

23. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

24. A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 

CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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25. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kyle A. Purdy whose telephone number is 571-270-3504. The 
examiner can normally be reached from 9AM to 5PM. 

26. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sharmila Landau, can be reached on 571-272-0614. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

27. Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 

applications is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 

system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Kyle Purdy/ 
Examiner, Art Unit 1611 
July 23, 2009 



/David J Blanchard/ 

Primary Examiner, Art Unit 1643 



